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nvestigations 



Viral Load 
Viral genotype 
HIV 

ALT 

- Normal v abnormal 

Liver Biopsy 

- Fibrotest/Fibroscan/ 



Natural History 
B etter than we initially thought 
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/n/t/a/ data 20% cirrhotic within 20yrs ofinfection 

Now 2-5% cirrhotic within 20yrs 



Probability of Survival folio wing 
diagnosis of HCV cirrhosis 
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Fattovich 
Gastro 1997: 
112:463 



Peginterferon alfa-2a + Ribavirin 





PEG-IFN 


Standard 

IFN 

+Ribavirin 


PEGIFN + 
Ribavirin 




All 
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Genotype 
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21% 


36% 


46% 


12 months 
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Girrhosis 
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Except if 



'Ribavirin 
-Absolute 

•Pregnancy 

•End stage renal disease 

•Hb<llg/dl 
-Relative 

•Unstable coronary artery 

disease 



►Interferon 

-Absolute 

•Alcohol misuse 
•Untreated depression 
•Decompensated cirrhosis 
•Severe neutropaenia or 
thrombocytopaenia 

-Relativa 

•Neutrophil < 1000/dl 
•Platelets < 75 x 109/1 



Side-effects 

Road rage 

Suicide (often no warming signs) 

Pushed back into drugs 

Skin rasheS Worth retreatlng 

-ri -II- In some cases 

Thyroid disease 
Not able to work 

- Alrllne pilots 

- Fatigue/depression/iritability 

Diarrhoea 
Decompensated cirrhosis 



Comparison 
Audits 2001 -6 with 2006-7 



2001-2006 

Total=212(190naive) 
Overall response 

- SR=53%R=24%NR=15% 

Cirrhotics 

- n=51(45naïve) 

- Overall SR=33% 

Monotherapy, 

- n=5, (2ptsSR) 
Retreated 

- n=17(SR35%) 
Coinfected 

- n=8 (5pts SR) 



2006-2007 

Total=60(54 na:ive) 
Overall response 

- SR=50%R=23%NR=12% 

Cirrhotics 

- n=15(12naïve) 

- Overall SR=27% 

Monotherapy 

- n=2,(1 SR) 

Retreated 

- N=6(SR33%) 

Coinfected 

- n=2(1ptSR) 



Cirrhosis versus Non- 

cirrhotics* 

Sustained Response Rates 




I I C irrho sis 

■ Non-cirrhotic 



N=45 Cirrhotic 

(4 did not complete) 



Q ntioas versus Norrd ntiotics* 

Sustained Response Rates 

2006-2007 




Cinhsis 
• NbrKirrtntic 
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Reasons patients stopped treatment 

18% n= 11/60 








0-12 weeks 


12-24 
weeks 


24-36 
weeks 


36-48 
weeks 


End of Rx- 
6month FU 
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Psychological 
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Other reasons* 
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Intolerable side 
effects 


2 




1 






Lost to follow up 
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Genotype 2 and 3 



Can we shorten treatment...no? 
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Viral load < 400,000 lU/l SVR 81% for 16&24weeks 



Shiffman NEJ M 2007;357:124 

Von WagnerM. Gastro 2005:129:522 



Genotype 1 
Outcome and viral kinetics 



Vira Response 


% with 
lowVL 


SVR witii 48 
weeks 




Negative at week 4 


47%** 


87% 


Siiorten 
tiierapy 


Negative at week 12 


26% 


38% 


48 weeks 


Negative at week 24 
(> 2 og drop week 1 2) 


10% 


1 0-20% 


Lengtiien 


Positive at week 24 


17% 


0% 


Stop 
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15% all genotypes 



Ferenci P J Hep 2005; 43: 425 



Genotype 1 

Shortening treatment 

Early viral response 

10-15 %of all patients 



Peg alpha 2a and Ribavirin 1000/1200mg 



If R VR PC R neg at week 4 



SVR at 24 weeks 



If RVR no predictors of SVR 



86% genotype 4 
78% genotype 1 



f erend Gastro 2008; 135:431 



I ensen. Hep 2006; 43:954 
Zeuzem.J Hep2006; 44:97 



Genotype 1 
Lengthening Treatment 



Slow responders 
2 log drop at week 12 and negativo and negative week 24 
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□ 4B Weeks 
(Group A) 

□ 72 Weeks 
(Group B) 
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ETR 



SVR 



Rélapse Ra te 



Pearlman . Hpeatology 2007; 46: 1671 
Berg T. Gastroenterology 2006; 130: 1086 



Longer Treatment 
Is it tolerable? 
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Dose Reductions (n=36) Discontinuations* (n=15) 



Tailored therapy 

Genotype 1 

Tinkering around the edges? 

Peg 2a (weight dosing n=696); 237 Standard 48w and 459 variable length as below 



PCR neg at week 4 (26%) 24 weeks 



77% SVR 



V 87% 48w 



PCR neg at week 8 (27%) 48 weeks 



71 % SVR 



v70% 48w 



PCR neg at week 12(11%) 72 weeks 



63% SVR 



V 38% 48w 



Overall 



49% SVR 



V 45%48w 



If RVR at week 4 and viral load < 400,000 

48 weeks 86% SVR 
24 weeks 73% SVR 



?? Reducing exposureto side-effects 



Mangia A Hep 2008; 47: 43-5-0 



Cirrhotics 
Difficult to treat 



104 Child-Pugh A cirrhosis from Sweden 
SVR genotype 1 13% 

Genotype2 82% 

genotype 3 38% Clinical Trial in process 

24w V 48w 

46% had to stop early 



SyedE.ScandJ Gastro 2008; 1-9 



Treating Cirrhotics 
Thrombopoeitin receptor antagonist 
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Do dose reductions 
contribute to poor 
response? 

No c ontrol led data 
on effect of growth 
factors widely used 
in Europe. 

Concern about 
thromocytopaenia 
in our experience 



McHutx:hison.NEJ M 2007;35:2227 



PlatBlets 30-70 xlO^A 
If > 100 after 1 month 
given interferon 



Treating Cirrhotics 
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Effective 

Lowest platelet count during 
therapy was 30 

Durability of response 

No data on whether leads to 
improved SR rate 

Side-effectof headache with 
High dose 



Protease inhibitors 
NS3/4a Inhibitors 

Ciluprevir 

- Cardiotoxicity/withdrawn 

BoceprevJr 

- SPRINT 1 

• Need high dose ribavirin /can have a PEG/Rib lead in 

TelaprevJr 

- PhaSe 2 studies (genotype 1 , naiVe) 

• PROVE 1 (US) 

• PROVE 2 (Europe) 

- ribavirin and telapravir only arm 

- Need ribavirin 

- 75% HCV RNA negative at 4 weeks 



Dusheiko. J Hep 2008; 44: S26; McHutchison. J Hepatol 2008; 48:S4; Kwo. J Hepatol 2008; 44: S372 



PROVE-1 



O 



12 



24 



48 SVR 



PEG INN 2a 



61% 



T + PEG IFN2a + R PEG IFN2a + R 



35% 



HCV RNA neg week 1 2 ( 9%v 57%) 



Genotype 1 
Telaprevir tds 



Protease inhibitors 
Unanswered Questions 

Will every genotypel patiënt need a protease inhibitor? 
Is additional Ribavirin and Peg-IFN needed with PI? 

- Ribavirin yes 

Role of lead in phase with Rib/IFN? 

- Tliose not needing tripje tiierapy 

Length of protease inhibitor + overall treatment? 

- Probably 8-1 2 weeks of PI 

- Longer IFN if no EVR to treat mutant virius 
Resistance issues: 

- in these not obtaining a SVR? 

- compliance? 
Side effects? 

- Discontinuation with protease inhibitor 1 3% v 3% 

- Skin rashes in 15% some severe 



